The recently updated U.S. Preventive Services Task Force (USPSTF) guidelines (1) on aspirin for primary prevention of cardiovascular disease are an ideal example of evidence-based medicine in action. Although we cannot fully explain why aspirin effects differ by sex, the evidence strongly suggests that they do. Now our guidelines, and practices, can reflect that. The concept makes intuitive sense: Target aspirin use to those who are most at risk for cardiovascular disease. Because cigarette smoking is a major risk factor for stroke and myocardial infarction, the updated guidelines imply that smokers are more likely to be given aspirin.
TO THE EDITOR: Although we agree with the expanded role of aspirin for primary prevention of coronary heart disease recommended by the USPSTF (1), we are concerned that their designated risk-assessment tool (2)-which at this time is down for revisionmay lead to inappropriate overuse of aspirin for primary prevention.
Using this calculator, based on Framingham data (3), a 45-yearold man with low-risk (normotensive; nondiabetic; nonsmoker; total cholesterol level, 4.1 mmol/L [160 mg/dL]; high-density lipoprotein cholesterol level, 1.3 mmol/L [50 mg/dL]) is assigned a 10-year risk of 4%. This low-risk patient, according to the USPSTF would be prescribed preventive aspirin. However, calculating the same patient's risk by using the online tool (4) accompanying the National Cholesterol Education Program guidelines, which is also based on Framingham data, generates a risk of 1%.
Clinicians often exhort patients to be wary of online information, yet medical professionals need to exercise the same caution. The USPSTF committee writes, "[a]vailable tools provide estimations of coronary heart disease risk," suggesting that all tools are equivalent and accurate. However, previous research (5, 6) has shown wide variability in equation-based prediction tools. The Table demonstrates such inconsistency by using 3 readily available risk-assessment tools. Without more specific guidance from the USPSTF, use of any online tool may lead to inappropriate overuse or underuse of aspirin, depending on the tool chosen.
We encourage the USPSTF to reissue their most recent recommendations with a specific risk-assessment tool that has been thoroughly studied to ensure the clinically appropriate application of these important guidelines. The possibility suggested by Dr. Budhraja that the higher risk for peptic ulcer disease in smokers might place them at higher risk for hemorrhage when taking aspirin merits further research.
Dr. Mohan and colleagues raise many valuable points. The inadequate and contradictory information derived from Web-enabled coronary and cardiovascular disease risk calculators has been a matter of great concern for the USPSTF. The calculator referenced in the recommendation was selected primarily because it is easy to use and does not require information about high-density lipoprotein cholesterol concentration. As of this writing, the calculator has been removed from the Medical College of Wisconsin's Web site and reportedly is being revised.
The USPSTF felt that making a recommendation meant to be tailored to estimation of cardiovascular disease risk without making any suggestions to help clinicians use the recommendation would be worse than mentioning an imperfect calculator. Research in this field is sorely needed. The development of a "gold standard" cardiovascular disease risk calculator to aid in predicting contemporary rates of cardiovascular disease in the United States should be a pressing priority for analysis of data derived from large cohort studies done in the past decade, perhaps pooling individual-level data across studies. The Agency for Healthcare Research and Quality has funded a project to evaluate the models currently available for risk calculation for cardiovascular disease. The results will be available soon. The use of risk-prediction models, and the tools based on them, to guide decisions about use of preventive and therapeutic medications, as well as decisions about screening, will become increasingly important in the emerging era of personalized medicine. (1) conclude that theirs is the first international trial supporting the efficacy of high-dose intravenous proton-pump inhibitor (PPI) therapy in white patients with acute peptic ulcer bleeding. We have several concerns with this statement. First, Sung and colleagues' initial intent was to study a multiethnic population, which would have been enlightening because trials to date have only focused on Asian and non-Asian populations. However, this trial was primarily composed of white participants. This population has been studied many times before (13 trials in 3219 patients) (2), and Sung and colleagues' trial adds little to existing evidence.
Second, the Cochrane review (2) quoted by Sung and colleagues addressed the issue of high-versus low-dose PPI therapy and found no advantage to higher doses of PPI therapy on the basis of indirect comparisons.
Third and most important, this trial does not address the issue of oral versus intravenous PPI therapy. Again in the Cochrane review (2), no association was found between PPI route and treatment effect on the basis of indirect comparisons. In addition, a recent head-tohead randomized, controlled trial (3) found oral omeprazole to be as effective as intravenous omeprazole in patients with acute peptic ulcer bleeding in terms of mortality, rebleeding, and surgery. We acknowledge that indirect comparisons and 1 small randomized, controlled trial do not provide sufficient evidence for the equivalent effectiveness of oral therapy. But they do provide an important signal that we need more randomized, controlled trials comparing oral with intravenous therapy.
To justify Sung and colleagues' conclusions, the study should have compared high-dose PPI therapy with low-dose PPI therapy rather than placebo. In terms of missed opportunities, this trial should have included an oral PPI therapy treatment group to fill in the clinically important gaps in existing evidence. 
TO THE EDITOR:
We would like to comment on the article by Sung and colleagues (1), which reaffirmed the clinical effectiveness of infusional esomeprazole as an adjuvant pharmacotherapy for patients at high risk for bleeding peptic ulcers. First, it is extraordinary that the rebleeding and mortality rates in the placebo recipients were 13.6% and 2.1%, respectively, which are noticeably lower than those in most previous reports. A recent Cochrane meta-analysis (2) revealed a rebleeding rate of 19.2% and a mortality rate of 4.9% in the patients with bleeding ulcers who received placebo. Unfortunately, Sung and colleagues did not explain the discrepancy regarding recurrent bleeding rates, and their explanation for the lower mortality rate was confusing. They argued that the lower-than-expected mortality rate was similar to those reported most recently by Lau and colleagues (3). However, Lau and colleagues aimed to explore the effect of preemptive PPI therapy before endoscopy, and therefore their study comprised heterogeneous patients with bleeding. We do not understand how this study is comparable with the study by Lau and colleagues, in which only 60% of the participants bled from peptic ulcers; moreover, most of them (even the preemptive placebo group) did not have high-risk stigmata.
Second, this study did not standardize endoscopic therapy and did not provide sufficient information to ensure that the results were unbiased. The categorization of epinephrine injection, thermocoagulation, and hemoclipping in the same group was inappropriate, because the hemostatic effect of epinephrine injection was inferior to that of the other 2 modalities. In fact, optimal hemostasis can be achieved by thermocoagulation or hemoclipping alone, but not by injection therapy alone. Furthermore, with 764 patients from 91 centers, fewer than 10 patients on average were managed in the same hospital. Because endoscopic therapy depends on the operator's skill, we wonder how the investigators adjusted for probable technical variance across these institutions.
Third, Sung and colleagues missed an opportunity to achieve a greater impact on current practice by choosing placebo as the comparator. We already demonstrated the efficacy of infusional PPI therapy in bleeding peptic ulcers in our study (4) a decade ago, and this efficacy has been supported by compelling evidence by the time the study by Sung and colleagues was initiated. In a meta-analysis published in May 2005, Leontiadis and colleagues (5) already concluded that PPI therapy reduced recurrent peptic ulcer bleeding in both Western and Asian trials, notwithstanding a quantitatively (not qualitatively) greater effect in Asian patients. In our opinion, this study should have used another PPI therapy, a different dosage, or oral administration as the comparator. 
Hwai-Jeng Lin, MD

TO THE EDITOR:
I read with interest the article by Sung and colleagues (1). However, it's not news that PPI therapy is better than placebo in the treatment of ulcer bleeding. This was assessed more than a decade ago, and even some cost-effectiveness studies (2) support this conclusion. In addition, some studies (3-5) used low-dose PPI therapy and found no differences between high or low doses of PPI therapy.
Is it ethical to continue to use placebo as a control when enough evidence exists that PPI therapy should be used in peptic ulcer bleeding? Perhaps the only new studies on this issue should compare different doses or evaluate the cost-effectiveness of these different doses.
Alejandro Piscoya, MD Universidad Peruana de Ciencias Aplicadas Lima, Peru
Potential Conflicts of Interest: None disclosed.
IN RESPONSE:
We thank all the correspondents for their considered comments. Ms. Yih and Dr. Tejani, Drs. Lin and Hsu, and Dr. Piscoya raised concerns about the use of placebo as a comparator in our study of patients with peptic ulcer bleeding. When this study was planned, the efficacy of intravenous PPI therapy for treatment of peptic ulcer bleeding was still in question, and no approved comparator treatment existed. After full discussion of the design with the U.S. Food and Drug Administration and the European Medicines Agency, it was agreed that the study should be placebo-controlled, which resulted in the first approval of intravenous PPI therapy for this indication in several countries. Now that the efficacy of intravenous PPI therapy has been accepted by health authorities, we agree that it is logical to explore different doses of intravenous therapy and the possible utility of oral PPI therapy. A comparison of oral with intravenous therapy may require many patients, however, even if a noninferiority design is chosen to demonstrate similar efficacy.
Drs. Lin and Hsu also raised concerns about the low mortality and rebleeding rates observed in our study. Although the study by Lau and colleagues (1) focused on preemptive therapy with omeprazole and thus had a different design, it did have a placebo group, permitting comparison of mortality rates with our study, although we do accept that patients in Lau and colleagues' study were probably in a lower risk group. However, other recent studies (2, 3) in patients with peptic ulcer bleeding have reported similarly low mortality rates. We also attempted to provide other explanations for the low mortality rates, such as exclusion of patients with the worst prognosis (that is, highest American Society of Anesthesiologists scores). Some earlier studies also included more patients who first bled as "inpatients" rather than "outpatients," making them clinically high-risk patients.
Concerning the low rebleeding rates that we observed, we emphasized efficient endoscopic treatment, which we consider to be one of its strengths because even with such state-of-the-art therapy, profound acid suppression still provided additional benefit. The issue of whether to standardize endoscopic therapy in our study was thoroughly discussed within the steering committee, with the view that various endoscopic approaches were used in different centers. We made a deliberate decision to allow "real world" endoscopic treatment, to evaluate the true value of adjuvant esomeprazole therapy in current clinical practice. If one controls too many variables in a study, they may be criticized for making the design remote from reality.
Finally, Ms. Yih and Dr. Tejani raised an issue concerning multiethnicity in our study. Although our study population was largely white, a sufficient number of Asians were included to permit separate analyses of their data, allowing them to be examined as an "internal control" group.
Universal Insurance Coverage and Health Care Inequity
TO THE EDITOR:
We read with interest the editorial by Sehgal (1), in which he concludes that universal insurance coverage is the key factor, compared with other health care reform efforts, in reducing the sizable and persistent health disparities in the United States. We argue that universal insurance is a necessary condition for health equity, but not the only one.
Some literature attests to our opinion. Bratu and colleagues (2) found that despite free, universal health care access in Canada, children with lower socioeconomic status had increased appendiceal rupture rates, which indicated health disparities. Somkotra and Detsomboonrat (3) assessed the socioeconomic inequality and horizontal inequity in oral health care use among Thai adults after universal coverage policy was implemented nationwide. The result was also sad: Inequality and inequity in oral health care use continued. Evidence from Allin's (4) research pointed to persisting socioeconomic inequity in health care use in Canada, although Canadian provinces have provided universal public insurance for hospitals and physician care for more than 30 years. Their national trends showed that the rich were more likely to visit a general practitioner, specialist, or dentist. In these studies, except for income, the main socioeconomic determinants associated with inequity are education, type of insurance entitlement, and geographic characteristics.
In China, the health system has much inequality. Recently, the government approved guidelines and an action plan to reform the health care system. The government will provide insurance coverage for nearly the entire population, but we do not think this will eliminate the health disparities. The precondition for solving this problem should be increasing the supplies of health resources, because the demands of health services expand faster than the mobilization of supplies here in China. How can the limited health resources be shared fairly among the diverse socioeconomic groups? Rich persons can take priority of receiving health care by spending more money. Bureaucrats are able to use their social relationships in hospitals to get services more easily. Gabillat (5) 
